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A SHORTENED STATUTORY PERIOD FOR REPLY IS SET TO EXPIRE 3 MONTH(S) OR THIRTY (30) DAYS, 
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earned patent term adjustment. See 37 CFR 1 .704(b). 
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1 )KI Responsive to communication(s) filed on 05 June 2008 . 
2a )□ This action is FINAL. 2b)^ This action is non-final. 

3) D Since this application is in condition for allowance except for formal matters, prosecution as to the merits is 

closed in accordance with the practice under Ex parte Quayle, 1935 CD. 11, 453 O.G. 213. 
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4) ^ Claim(s) 1^5 is/are pending in the application. 

4a) Of the above claim(s) is/are withdrawn from consideration. 

5) D Claim(s) is/are allowed. 

6) ^ Claim(s) 1^5 is/are rejected. 

7) 0 Claim(s) is/are objected to. 
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Replacement drawing sheet(s) including the correction is required if the drawing(s) is objected to. See 37 CFR 1.121(d). 
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Art Unit: 1645 

DETAILED ACTION 

1 . This Office is responsive to Applicant's amendment and response filed 5- 
2-08. Claim 5 has been amended. Claims 6-9 have been cancelled. 

Objections/Rejections Withdrawn 

2. a) Objection to claims 5-9 is withdrawn in light of applicant's 
amendment thereto and cancellation of claims (6-9). 

b) Rejection of claim 6 under 35 U.S.C. 112, first paragraph is 
withdrawn in light of cancellation of the claim. 

c) Rejection of claims 1 -9 under 35 U.S.C. 1 03(a), is withdrawn in light 
of applicant's amendment thereto. 

New Grounds of Rejection 

Claim Rejections - 35 USC §102 and 103 

The following is a quotation of the appropriate paragraphs of 35 
U.S.C. 102 that form the basis for the rejections under this section made in this 
Office action: 

A person shall be entitled to a patent unless - 

(b) the invention was patented or described in a printed publication in this 
or a foreign country or in public use or on sale in this country, more than 
one year prior to the date of application for patent in the United States. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary 
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skill in the art to which said subject matter pertains. Patentability shall not 
be negatived by the manner in which the invention was made. 

This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 1 03(a), the examiner presumes that 
the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 
35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

3. Claims 1 -2 and 5 are rejected under 35 U.S.C. 1 02(b) as being anticipated 
by Shimkets et al WO/2001/048245. 

Claims 1-2 and 5 are drawn to a polynucleotide comprising a CpG motif 
wherein guanine is methylated. 

Shimkets et al teach to a polynucleotide (antisense nucleic acid molecule 
see SEQ ID NO:12) (see pg. 60) comprising a CpG motif wherein guanine is 
methylated (1-methylguanine) (see claims, pgs. 31-32), wherein the length is 8 to 
100 nucleotides (see claims and pgs. 31-32). 

Shimkets et al teach antisense nucleic acid molecules can be modified to 
target selected cells and then administered systemically. Therefore Shimkets et 
al teach a pharmaceutical composition which comprises the polynucleotide as an 
active ingredient and at least one pharmaceutical^ acceptable excipient. 

4. Claims 1-2 are rejected under 35 U.S.C. 102(b) as being anticipated by 
Sugiyama et al 1996 Nucleic Acids Research Vol. 24 No. 7 pgs. 1272-1278. 

Claims 1-2 are drawn to a polynucleotide comprising a CpG motif wherein 
guanine is methylated. 
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Sugiyama et al teach to a polynucleotide (see Table 3) comprising a CpG 
motif wherein guanine is methylated, wherein the length is 8 to 100 nucleotides 
(see pgs. 1272-1278 especially 1272 and Table 3 ). 

5. Claims 1-5 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Shimkets et al WO 2001/42845A2 in view of Krieg et al WO/1998/018810 
Date May 7, 1998. 

Claims 1-5 are drawn to a polynucleotide a polynucleotide comprising a 
CpG motif wherein guanine is methylated. 

Shimkets et al is relied upon as set forth supra. However Shimkets et al 
does not teach a nucleotide of any one of SEQ ID NOs: 1 -4. 

Krieg et al teach SEQ ID NO: 1 (see STIC RESULTS). Krieg et al teach 
methylated oligonucleotides (polynucleotide) comprising a CpG motif, wherein 
the length is 8 to 100 nucleotides. 

Krieg et al further teach a pharmaceutical composition (see Krieg et al in 
its entirety). 

It would have been prima facie obvious at the time the invention was 
made to produce a polynucleotide as taught by Krieg et al and to modify a 
polynucleotide comprising a CpG motif wherein guanine is methylated as taught 
by Shimkets et al because Shimkets et al teach an antisense nucleic acid of the 
invention can be constructed using chemical synthesis using procedures known 
in the art. For example, an antisense nucleic acid (e. g., an antisense 
oligonucleotide) can be chemically synthesized using naturally occurring 
nucleotides or variously modified nucleotides designed to increase the biological 
stability of the molecules or to increase the physical stability of the duplex formed 
between the antisense and sense nucleic acids, e. g., phosphorothioate 
derivatives and acridine substituted nucleotides can be used. 
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6. Claims 1-4 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Sugiyama et al 1 996 Nucleic Acids Research Vol. 24 No. 7 pgs. 1 272-1 278 
in view of Krieg et al WO/1998/018810 Date May 7, 1998. 

Claims 1-4 are drawn to a polynucleotide a polynucleotide comprising a 
CpG motif wherein guanine is methylated. 

Sugiyama et al is relied upon as set forth supra. However Sugiyama et al 
does not teach a nucleotide of any one of SEQ ID NOs: 1 -4. 

Krieg et al teach SEQ ID NO: 1 (see STIC RESULTS). Krieg et al teach 
methylated oligonucleotides (polynucleotide) comprising a CpG motif, wherein 
the length is 8 to 100 nucleotides. 

It would have been prima facie obvious at the time the invention was 
made to produce a polynucleotide comprising a polynucleotide as taught by Krieg 
et al and to modify a polynucleotide comprising a CpG motif wherein guanine is 
methylated as taught by Sugiyama et al because the presence of m8G in 
d(CGC[m8G]CG)2 stabilizes the Z conformation and that the Z conformation was 
further stabilized by increasing the number of m8Gs incorporated and 
destabilized by incorporating syn-A or syn-T, found respectively in the (A,T)- 
containing alternating and non-alternating pyrimidine-purine sequences. 
Sugiyama et al results suggest that the chemically less reactive m8G base is a 
useful agent for studying molecular interactions of Z-DNA or other DNA 
structures that incorporate syn-G conformation. Sugiyama et al report herein that 
the introduction of a methyl group at the guanine C8 position produces a stable 
m8-modified guanine base and markedly stabilizes the Z conformation if short 
oligonucleotides of a variety of sequences under physiological salt conditions. 

Status of the Claims 

7. No claims are allowed. 
Claims 1-5 are rejected. 



Conclusion 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Nina A. Archie whose telephone number is 
571-272-9938. The examiner can normally be reached on Monday-Friday 8:30- 
5:00p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner supervisors, Shanon Foley can be reached on 571-272-0898 and 
Robert Mondesi at 571 -272-0956. The fax phone number for the organization 
where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http://pair- 
direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
91 99 (IN USA OR CANADA) or 571 -272-1 000. 
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Examiner Examiner, Art Unit 1645 
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